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In this note, we provide further information about the flux differences be-
tween wild type and mutant for each reaction (Supplementary Figure S1) and
the differences in fluxes between times points for wild type (Supplementary
Figure S2) and mutant (Supplementary Figure S3) fluxes for each reaction. Ad-
ditionally, we supply silhouette plots (Supplementary Figure S4) to support the
selected number (k) of clusters for the k-means clustering of reaction behaviour.
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Supplementary Figure S1. Changes in flux differences per reaction. Shown is the flux differences between predicted wild-type and mutant fluxes (y-axis) of each
reaction (x-axis) based on the optimal values of the Euclidian distance at time points day0 (A), day1 (B), day7 (C) and day21 (D).
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Supplementary Figure S2. Changes in wild-type flux differences per time step. Displayed are the flux differences (y-axis) between wild-type fluxes of each reaction (x-
axis) between each two time consecutive points with day0 to dayl (A), day1 to day7 (B) and day7 to day 21 (C).
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Supplementary Figure S3. Changes in mutant flux differences per time step. Displayed are the flux differences (y-axis) between mutant fluxes of each reaction (x-axis)
between each two time consecutive points with day0 to day1 (A), day1 to day7 (B) and day7 to day 21 (C).
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Supplementary Figure S4. Silhouette index analysis. Displayed are the silhouette plots based on k-means clustering with k=2(A), k=3(B), k=4(C), k=5(D), k=6(E),
k=7(F), k=8(G) and k=9(H). The bar length corresponds to the silhouette width of each respective reaction given by the cluster (x-axis). The average silhouette width is displayed
on the bottom of each plot. The colors indicate the cluster membership of each displayed reaction. On the right of each cluster the cluster number, count of reactions and the
average width of the cluster are displayed (clusternumber: count of reaction | average width). On the top left the total count of reactions (n) is displayed.



